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(57)Abstract 

PURPOSE: To obtain a new pyrazole derivative, having inhibiting 
activity against the Maillard reaction and useful for preventing 
and/or treating various diabetic complications and diseases due to 
aging. 

CONSTITUTION: The compound is expressed by formula I [R1 and 
R2 are lower alkyi; R3 is (i) amino which may be substituted with F, 
N02, 3C alkyI, lower alkanoy! or lower alkoxycarbonyl, (ii) lower 
alkyI substituted with halogen, lower alkanoyi, lower alkoxy, lower 
alkoxycarbonyl or formula II (R4 to R6 are H, NH2, N02, lower alkyt, 
lower alkoxy, lower alkoxycarbonyl or aralkyloxy or further R5 and 
R6 together form lower alkylendioxy) or (iii) carbonyl substituted 
with any of OH, lower alkyl, aralkyloxy, amine which may be 
substituted with alky! or alkoxy which may be substituted with 
alkoxy or further R2 and R3 together form 3C alkylene], e.g. 
3,5-dimethyl-4-propyl-l H- pyrazole- 1 -carboxamidine 
hydrochloride. 
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CLAIMS 



[Claim(s)] 

[Claim 1] A general formula (I) 
[Formula 1] 



(The mark in a formula shows following semantics.) 

R1 : Low-grade alkyi group R2 : Low-grade alkyi group R3 : The amino group which may be replaced by (i) fluorine 
atom, the nitro group, the low-grade alkyi group that is not replaced [ with a carbon numbers of three or more ]. the 
low-grade alkanoyi radical, or the low-grade alkoxy carbonyl group or (ii) halogen atom, a low-grade alkanoyi radical, 
a lower alkoxy group, a low-grade alkoxy carbonyl group, and formula [Formula 2] 



(5 or R6 : R the same or differing. R4, a hydrogen atom, the amino group, a nitro group, a hydroxy! group, a low-grade 
alkyi group, a lower alkoxy group, a low-grade alkoxy carbonyl group or an aralkyloxy radical.) Furthermore, R5 and R6 
A low-grade alkylene dioxy radical may be formed in one. Low-grade aikyl group replaced by any of the phenyl group 
shown they are Or (iii) carbonyl group replaced by any of the lower alkoxy group which may be replaced by the 
hydroxyl-group, low-grade alkyi group, and aralkyloxy radical, the amino group which may be replaced by the 
low-grade alkyi group, and the lower alkoxy group. Furthermore. R2 R3 A with a carbon numbers of three or more 
low-grade alkylene group may be formed in one. The pyrazol derivative shown or its salt 



[Translation done.] 
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DETAILED DESCRIPTION 



[Detailed Description of the Invention] 

[0001] , ^ . . ^ , . 

[Industrial Application] This invention has the Maillard inhibition activity and relates to a pyrazol derivative useful for 
the prevention and/or the therapy of a disease by various diabetic complications and aging, or its salt. 
[0002] In recent years, a close-up of the denaturation of the protein by the glucose is greatly taken as one of the 
onset factors of diabetic complications, and it is considered to originate in the Maillard reaction produced in the living 
body. They are a series of reactions considered to result in an advance glycosylation end product (AGE:Advanced 
Glycation End Products) with the decomposition for a Maillard reaction to present [ the amino group of protein 
saccharifies nonenzymatic by the glucose (glycosylation), an AMADORI transition product is formed as an initial 
glycosylation product, glycosylation advances further, and protein constructs a bridge and denaturalizes, and ] brown 
and be refractory, and difficult for it by the protease, or [ that advance of the nonenzymatic glycosylation by this 
reaction or especially generation of AGE protein has a hyperglycemia condition and the slow metabolic rate ] — or 
the protein part which is not metabolized — remarkable — denaturation, depression, and abnormalities of proteins, 
such as a diabetic's various protein parts, for example, hemoglobin, serum albumin, the collagen and elastin of a 
connective tissue, myelin, and eyeball RENZUKURISUTARIN It brings and it is thought that it is one of the causes 
which start the complication of diabetes mellitus, such as a retinopathy, a nephropathy, a cardio-vascular system 
failure, neuropathy, and a cataract Moreover, the Maillard reaction in the living body is considered to be one of the 
mechanisms of aging, and it is guessed that it is what is closely connected also with the disease by aging. Therefore, 
it is thought very effective in diseases, such as various diabetic complication and a senile disease, to check a 
Maillard reaction and to control sthenia and AGE generation of nonenzymatic glycosylation. and the development 
research of the compound which has Maillard reaction inhibition activity conventionally is tried. 
[0003] Conventionally, various things are reported as a compound which has the Maillard inhibition activity. For 
example, the aminoguanidine, alpha-hydrazino histidine, the lysines, and such mixture given in JP,62-1421 14.A 
reported for the first time as a Maillard reaction inhibitor are mentioned. These drugs suppose that it is what checks 
secondary glycosylation. as a result can control protein bridge formation and AGE generation by reacting with the 
carbonyl portion of the AMADORI transition product which is an initial glycosylation product and blocking this 
portion. 

[0004] ^ - . 

[Problem(s) to be Solved by the Invention] With the conventional Maillard reaction inhibition activity compound, this 
invention persons completely differed in the chemical structure, invent the pyrazol derivative which has the effect 
which was excellent as Maillard reaction inhibitor, and came to complete this invention. 
[0005] 

[Means for Solving the Problem] That is. this invention is a general formula (I). 

[0006] 

[Formula 3] 



( I ) 




HN NH 



[0007] (The mark in a formula shows following semantics.) 

R1 : Low-grade alkyi group R2 : Low-grade alkyi group R3 : The amino group which may be replaced by (i) fluorine 
atom, the nitro group, the low-grade alkyi group that is not replaced [ with a carbon numbers of three or more ], the 
low-grade alkanoyi radical, or the low-grade alkoxy carbonyl group or (ii) halogen atom, a low-grade alkanoyi radical, 
a lower alkoxy group, a low-grade alkoxy carbonyl group, and formula [0008] 
[Formula 4] 
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[0009] (5 or R6 : R the same or differing. R4. a hydrogen atom, the amino group, a nitro group, a hydroxyl group, a 
low-grade alkyi group, a lower alkoxy group, a low-grade alkoxy carbonyl group or an aralkyloxy radical.) Furthermore. 
R5 and R6 A low-grade alkylene dioxy radical may be formed in one. Low-grade alkyI group replaced by any of the 
phenyl group shown they are Or (iii) carbonyl group replaced by any of the lower alkoxy group which may be replaced 
by the hydroxyl-group, low-grade alkyl group, and aralkyloxy radical, the amino group which may be replaced by the 
low-grade alkyl group, and the lower alkoxy group. Furthermore. R2 R3 A with a carbon numbers of three or more 
low-grade alkylene group may be formed in one. They are the pyrazol derivative shown or its salt 
[0010] Hereafter, it explains to details per this invention. In the definition of the general formula of this specification, 
especially the term that "low-grade" Becomes unless it refuses means the straight chain whose carbon numbers are 
1 thru/or six pieces, or the chain of the letter of branching. As a "low-grade alkyl group", a methyl group, an ethyl 
group, a propyl group, an Isopropyl group, butyl, an isobutyl radical, sec-butyl, tert-butyl, a pentyl radical, an isopentyi 
radical, a neopentyl radical, a tert-pentyl radical. 1 -methyl butyl radical, 2-methylbutyl radical. 1. 2-dimethyl propyl 
group, a hexyl group, an iso hexyl group, etc. are specifically mentioned. 

[0011] As a "low-grade alkanoyi radical", a formyl group, an acetyl group, a propionyl radical, a butyryl radical, an 
isobutyryl radical, a valeryl radical, an iso valeryl radical, a pivaloyi radical, a hexa noil radical, etc. are mentioned. As 
a "low-grade alkoxy carbonyl group", a methoxycarbonyl group, an ethoxycarbonyl radical, a propoxy carbonyl group, 
an isopropoxycarbonyl radical, a butoxycarbonyl radical, an iso butoxycarbonyl radical, a sec-butoxycarbonyl radical, 
a tert-butoxycarbonyl radical, a pentyl (amyl) oxy-carbonyl group, an isopentyi (amyl) oxy-carbonyl group, a hexyloxy 
carbonyl group, an iso hexyloxy carbonyl group, etc. are mentioned. As a "lower alkoxy group", a methoxy group, an 
ethoxy radical, a propoxy group, an isopropoxy group, a butoxy radical, an iso butoxy radical, a sec-butoxy radical, a 
tert-butoxy radical, a pentyloxy (amyloxy) radical, an isopentyloxy radical, a tert-pentyloxy radical, a neopentyl 
oxy-radical, 2-methyl propoxy group, 1. 2-dimethyl propoxy group. 1 -ethyl propoxy group, a hexyloxy radical, etc. are 
mentioned. 

[0012] As an "aralkyloxy radical", it is a phenyl lower alkoxy group preferably, is specifically a benzyloxy radical, a 
phenethyloxy radical, a phenyl propoxy group, a phenyl butoxy radical, a phenyl pentyloxy radical, a phenyl hexyloxy 
radical, etc., and is a benzyloxy radical suitably. As a "low-grade alkylene dioxy radical", it is the radical which the 
oxo-radical combined with the both ends of low-grade alkylene. and a methylene dioxy radical (-0CH2 0-). an 
ethylene dioxy radical (-0(CH2)2 0-). a propylene dioxy radical, etc. are mentioned. As "a with a carbon numbers of 
three or more low-grade alkylene group", it is desirable, and the alkylene groups whose carbon numbers are 3 
thru/or six pieces are a propylene radical, a tetramethylen radical. 1 -methyl trimethylene radical, 2-methyl 
trimethylene radical. 3-methyl trimethylene radical, ethyl ethylene, dimethyl ethylene, a pentamethylene radical, a 
methyl tetramethylen radical, a dimethyl trimethylene radical, a pentamethylene radical, a hexamethylene radical, etc.. 
and, specifically, are a propylene radical, a tetramethylen radical, and a pentamethylene 

[0013] A fluorine atom, a chlorine atom, a bromine atom. etc. are suitable for a "halogen atom." R3 It sets, and as (i 
"the low-grade alkyl group which is not replaced [ with a carbon numbers of three or more ]"), among said low-grade 
alkyl groups, a carbon number is the alkyl group which are 3 thru/or six pieces, and are specifically a propyl group, 
butyl, an isobutyl radical, a pentyl radical, and a hexyl group. As "an amino group which may be replaced by the 
low-grade alkanoyi radical or the low-grade alkoxy carbonyl group", the amino group by which said low-grade 
alkanoyi radical or one low-grade alkoxy carbonyl group other than the amino group was replaced is meant, and they 
are specifically an acetylamino radical, a propionylamino radical, the butyryl amino group, a methoxycarbonylamino 
radical, an ethoxycarbonylamino radical, a propoxy carbonylamino radical, etc. 

(ii) As a "low-grade alkyl group" of the replaced low-grade alkyl group, a methyl group, an ethyl group, and a propyl 
group are suitable. The substituent is as aforementioned and a methoxycarbonyl group and an ethoxycarbonyl radical 
are moreover, specifically suitable for a methoxy group and an ethoxy radical for an acetyl group and a propionyl 
radical as a "low-grade alkoxy carbonyl group" as a "lower alkoxy group" as a "low-grade alkanoyi radical." Bottom 
type [0014] 
[Formula 5] 



R 



5 



R^ 



[0015] The inside R4 of the phenyl group come out of and shown, and R5 Or R6 As a "low-grade alkyl group", 
"lower alkoxy group", a "low-grade alkoxy carbonyl group", or an "aralkyloxy radical", it is as aforementioned. 



2/13 



http://www4.ipdl.jpo.goJp/cgi-bin/tran_web_cgi_eije 



(iii) Among the substituents of the replaced carbonyl group, as "an amino group which may be replaced by the 
low-grade alkyi group", the amino group by which said one low-grade alkyi group other than the amino group was 
replaced is meant and. specifically, they are a methylamino radical, an ethylamino radical, a propylamine radical, a 
butylamino radical, and a pentylamino radical. As "a lower alkoxy group which may be replaced by the lower alkoxy 
group", the radical by which the lower alkoxy group was replaced by the location of the arbitration of a lower alkoxy 
group other than said lower alkoxy group is meant and a methoxyethoxy radical and an ethoxy ethoxy radical are 
suitable, this invention compound (I) forms an acid and a salt As a salt with this acid, an acid addition salt with 
organic acids, such as a mineral acid with a hydrochloric acid, a hydrobromic acid, Iodine hydro acid, a sulfuric acid, a 
nitric acid, and a phosphoric acid, a formic acid and an acetic acid, a propionic acid, oxalic acid, a malonic acid, a 
succinic acid, boletic acid, a maleic acid, a lactic acid, a malic acid, a citric acid, a tartaric acid, carbonic acid, a picric 
acid, methansulfonic acid, ethane sulfonic acid, and glutamic acid, can be mentioned. Furthermore, isolation of this 
invention compound (I) may be carried out as material of a hydrate, solvates, such as ethanol, or a crystal 
polymorphism, and these Invention is also Included In this invention. 

(Manufacturing method) this invention compound can be manufactured with the application of various synthesis 
methods. Below, the typical manufacturing method is illustrated. 
The first process [0016] 
[Formula 6] 

Rl r3 X NH2 

— ^ + 

N H 

H 2 N C N 
(VI) 




(IV) 




( I ) 



[0017] (The mark Rl in a formula. R2, or R3 is as aforementioned.) X means a halogen. A chlorine atom, a bromine 
atom, etc. are mentioned as a halogen atom In X. By the halogeno HORUMU amidine salts or the cyanamide (P/) 
shown by the pyrazole compound shown by the general formula (II), and the general formula (III), this invention 
compound (I) performs N-amldino-ized reaction, and is manufactured this reaction — the halogeno HORUMU 
amidine salts (III) or the cyanamide (IV) of a pyrazole compound (11) and its reaction equivalent amount the Inside 
of a solvent — warming — It is carried out the bottom thru/or under heating reflux. As a solvent benzene, a 
tetrahydrofuran (THF). chloroform, ethyl acetate, toluene. 1,4-dioxane, etc. are mentioned. When using a cyanamide, 
as for a pyrazole compound (II), it is desirable to use acid addition salts, such as a hydrochloric acid, bromate, or a 
nitric acid. 

The second process [001 8] 
[Formula 7] 
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(The mark Rl in a formula, R2, and R3 show above semantics.) By the diketone compound shown by the general 
formula (V). and aminoguanldine salts (VI). this invention compound (I) performs a ring closure reaction, and is 
manufactured, this reaction — the aminoguanidine salts (VI) of a diketone compound (V) and its reaction equivalent 
amount ~ warming under the room temperature in a solvent — it is carried out in the bottom. As a solvent, water, a 
methanol, ethanol. a tetrahydrofuran (THF). 1.4-dioxane, etc. are mentioned. A hydrochloride, a bromate salt or a 
nitrate is mentioned as an acid addition salt of aminoguanidine. 
The third process (nitration reaction) 

Inside R3 of this invention compound shown by the general formula (I) What is a nitro group is manufactured by the 
nitration reaction of a conventional method. For example. R3 The nitration reagent of this invention compound which 
is a hydrogen atom, its reaction equivalent amount, or an excessive amount is agitated under ice-cooling among an 
inert solvent thru/or a room temperature, and it is R3. The compound which is a nitro group can be obtained. As an 
inert solvent, an acetonitrile, an acetic acid, etc. are desirable. 
The fourth process (reduction reaction) 

Inside R3 of this invention compound shown by the general formula (I) What is an amino group is R3. It is 
manufactured by returning the compound which is a nitro group. This reduction reaction is performed to the bottom 
of ordinary pressure thru/or pressurization under existence of the precious metal catalyst of palladium carbon, 
platinum oxide, etc, by catalytic reduction in solvents usually used for catalytic reduction, such as a methanol, 
ethanol, and ethyl acetate, that what is necessary is just to follow a conventional method. 

Inside R3 of this invention compound shown by the fifth process general formula (I) What is a carboxylic acid is 
manufactured by removing the benzyl of a benzyl ester compound. That what is necessary is just to follow the fourth 
above-mentioned process, the removal method of benzyl is hydrogenation and is easily removed by processing by 
the usual hydrogenation methods, such as a methanol, ethanol. and ethyl acetate, under existence of the precious 
metal catalyst of palladium carbon, platinum oxide, etc. 

[Effect of the Invention] this invention compound (I) or its salt has Maillard reaction inhibition activity, and is useful 
for the prevention and/or the therapy of arteriosclerosis, the arthrosclerosis, etc. which are considered that 
cardio-vascular system failures, such as various diabetic complications, for example, a retinopathy, a nephropathy, a 
coronary artery nature heart disease, peripheral circulatory disturbance, and cerebrovascular disease, the 
diabetes-mellitus sexual nerosis. a cataract, and a Maillard reaction are involving. Moreover, prevention of the 
atherosclerosis and the senile cataract which are considered to cause by aging of protein, or cancer, and/or the 
usefulness as a remedy are also expected. Furthermore, since it is also possible to prevent protein bridge formation 
of a collagen, an elastin, etc., it can also consider as cosmetics or skin external preparations. It is common knowledge 
that the Maillard reaction relates to deterioration of the protein of not only in the living body but ingesta or a taste 
object and amino acid, and this invention compound can be used only as functional food for said physic and the 
cosmetics purpose further again also as Maillard reaction inhibitor of the ingesta containing protein or amino acid, or 
a taste object 

[0020] (The pharmacology effect) The Maillard reaction inhibition activity of this invention compound is checked by 
the following experiment methods, and has the outstanding effect 

After having dissolved the Maillard reaction inhibition activity test experiment method lysozyme and the ribose in the 
O.IM sodium phosphate buffer solution (pH7.4) containing sodium-azide 3mM so that it might become the 
concentration of 6mg [ ml ] /and lOOmM(s), respectively, and carrying out incubation for seven days at 37 degrees 
C, electrophoresis was performed for the constant rate using ejection SDS-PAGE. After electrophoresis, 
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004%Coomassie Briiiiant Blue The quantum of the amount of generation of a dimer and a trimer was carried out with 
the densitometer after dyeing by R-250. It added so that it might be set to 1mM, 3mM. lOmM, or 30mM(s) before an 
incubation, and the compound of this Invention investigated the depressor effect over the dimer and trimer 
generation in each concentration, and calculated IC50 value. 

[0021] (Pharmaceutical preparation-lzed matter) The physic constituent which contains one sort such as this 
Invention compound shown by the general formula (I), or the salt permitted pharmaceutically, a hydrate permitted 
pharmaceutically, or two sorts or more as an active principle Usually, using the support and the exclpient for 
pharmaceutical preparation which are used, and other additives, it Is prepared by a tablet, powder, a fine grain agent 
a granule, a capsule, a pill, liquids and solutions, ioiectlons, suppositories, ointment patches, etc.. and a medicine is 
prescribed for the patient taking-orally-wise or parenterally. although the clinical dose to the Homo sapiens of this 
invention compound is suitably determined in consideration of a patient's symptom, weight age. sex. etc. which are 
applied — usually — an adult — per day. In taking orally. It is 10-200mg preferably, and 0.1-500mg is 1 time about 
this — it is — a medicine Is prescribed for the patient in several steps. Since a dose is changed on condition that 
versatility, an amount smaller than the above-mentioned dose range may be enough as it A tablet powder, a granule, 
etc. are used as a solid-state constituent for internal use by this invention. In such a solid-state constituent one or 
the active substance beyond it is mixed with at least one inactive diluent for example, a lactose, a mannitol, grape 
sugar, hydroxypropylcellulose, a microcrystal cellulose, starch, a polyvinyl pyrrolidone, and magnesium 
aluminometasilicate. The constituent may contain a solubilizing agent like additives other than an Inactive diluent for 
example, lubricant like magnesium stearate and disintegrator like a calcium carboxymethyl cellulose, a stabilizing 
agent like a lactose, glutamic acid, or an aspartic acid according to a conventional method. The coat of a tablet or 
the pill may be carried out as occasion demands with the film of stomach solubility, such as cane sugar, gelatin, 
hydroxypropylcellulose. and hydroxypropylmethylcellulose phthalate, or enteric material. 

[0022] The liquid constituent for internal use contains the Inactive diluent generally used, for example, purified water, 
and ethanol including the opacifier permitted in drugs, a solution agent suspension, syrups, elixirs, etc. This 
constituent may contain solubilization thru/or a solubilizing agent a wetting agent an acljuvant like suspension, a 
sweetening agent a flavor agent an aromatic, and antiseptics In addition to an Inactive diluent As injections for 
parenteral administration, the sterile solution agent of aquosity or nonaqueous nature, suspension, and an opacifier 
are included. As a water solution agent and suspension, distilled water for injections and a physiological saline are 
contained, for example. As the solution agent of nonaqueous solubility, and suspension, there are propylene glycol, a 
polyethylene glycol, vegetable oil like olive oil, alcohols like ethanol. polysorbate 80 (trade name), etc.. for example. 
Such a constituent may also contain an additive still like an isotonizing agent antiseptics, a wetting agent an 
emulsifier, a dispersant a stabilizing agent (for example, lactose), solubilization, or a solubilizing agent These are 
sanitized by the combination or the exposure of filtration and a germicide which lets for example, a bacteria hold 
filter pass. These manufacture a sterile solid-state constituent again, and they can also use it for sterile water or the 
sterile solvent for injection before use. dissolving. In addition, when preparing the Maillard reaction inhibitor of this 
invention as cosmetics or skin external preparations, it blends so that 0.05-10 weight section content of this 
Invention compound (I) or its salt may be carried out to the whole pharmaceutical preparation. Cosmetics and skin 
external preparations can be prepared with a conventional method using a general cosmetics basis or an external use 
basis. Moreover, the Maillard reaction inhibitor of this invention can also be prepared as ingesta, a taste object 
functional food. etc. with a conventional method. 

[0023] . 
[Example] Hereafter, although an example explains this invention to details further, this invention is not limited to 
these examples. Moreover, this invention compound obtained in the example shows the chemical structure type in 
the following table. 

[0024] In 5ml [ of water of 1.56g of example 1 aminoguanidine hydrochlorides ], and methanol 30ml, and the solution 
of 1ml of concentrated hydrochloric acid, the 3-propyl -2 and a solution with a methanol 10ml of 4-2.4-pentanedione 
2.06g were added little by little, and were agitated under the room temperature overnight After it distills off a solvent 
under reduced pressure and a silica gel chromatography (chloroform: eluate : methanol = 5:1) refines the obtained 
residue, it re crystallizes from the ethanol-ether, and It is 3 and 5-dimethyl. - 4 - IJOg of propyl-1 H-pyrazole-1-culI 
BOKISAMIJIN hydrochlorides was obtained. 

[0025] physicochemical — description Elemental-analysis value (as nine H17N4 CI of C) 
C(%) H(%) N(%) Cl(%) 

Theoretical value 49.88 7.91 25.85 16.36 Experimental value 49.88 7.92 25.97 16.26 nuclear-magnetic-resonance 
spectrum (DMS0-d6. TMS internal standard) 

delta:0.88 (3H, t J= 7H2) and 1.25- 1.65 (2H. m). 2.20 (3H. s). 2.26-2.49 (2H. m). and 2.45 (3H, s) and 9.30 (4H, brs) 
The following examples 2 thru/or the compound of 24 were obtained like the example 1. 

[0025] example 24-butyl -3, 5-dimethyl-1H-pyrazole-1-cull BOKISAMIJIN hydrochloride raw material compound 
3-butyl -2, and 4-2,4-pentanedione — physicochemical — description Elemental-analysis value (as C10H19N4 CI) 
C(%) H(%) N(%) Cl(%) 

Theoretical value 52.05 8.30 24.28 15.36 Experimental value 51.88 8.31 24.29 15.55 nuclear-magnetic-resonance 
spectrum (DMSO-d6. TMS internal standard) 

delta:0.80-1.00 (3H. m) and 1.17- 1.60 (4H, m), 2.20 (3H. s), 2.28-2.49 (2H, m). and 2.45 (3H, s) and 9.31 (4H, brs) 
[0026] an example 33, the 5-dimethyl-4-(2-methylpropyl)-1 H-pyrazole-l-cull BOKISAMIJIN hydrochloride raw 
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material compound 3-isobutyI -2. and 4-2.4-pentanedione — physicochemical — description Elemental-analysis 
value (as C10H19N4 CI) 
C(%) H(%) N(%) Cl(%) 

Theoretical value 52.05 8.30 24.28 15.36 Experimental value 51.91 8.24 24.30 15.21 nuclear-magnetic-resonance 
spectrum (DMS0-d6. TMS internal standard) 

delta:0.87 (6H. d J= 6.6HzX 1.50-1.85 (IK m). 2.19 (3H. s). 2.24 (2K d. J= 8.6HzX 2.43 (3H. s). 9.26 (4H. brs) 
[0027] an example 43. the 5-dimethyl-4-pentyl-1 H-pyrazole-l-cull BOKISAMIJIN hydrochloride raw material 
compound 3-pentyl -2, and 4-2,4-pentanedione — physicochemical — description Elemental-analysis value (as 
C11H21N4 CI) 
C(%) H(%) N(%) Cl(%) 

Theoretical value 53.98 8.65 22.89 14.48 Experimental value 53.82 8.45 22.91 14.37 nuclear-magnetic-resonance 
spectrum (DMS0-d6, TMS internal standard) 

delta:0.79-0.93 (3H. m) and 1.15- 1.60 (6H. m). 2.20 (3H. sX 2.28-2.48 (2H, mX and 2.43 (3K s) and 9.26 (4H, brs) 
[0028] the example 54-ben2yI -3. the 5-dimethyl-lH-pyrazole-l-cul! BOKISAMIJIN hydrochloride raw material 
compound 3-benzyl -2. and 4-2,4-pentanedione — physicochemical — description Elemental-analysis value (as 
C13H17N4 CI) 
C(%) H(%) N(%) Cl(%) 

Theoretical value 58.98 6.47 21.16 13.39 Experimental value 58.84 6.44 21.21 13.48 nuclear-magnetic-resonance 
spectrum (DMS0-d6, TMS internal standard) 

de!ta-2 1 1 (3H. sX 2.50 (3H. s) and 3.79 (2H. sX and 7.14- 7.31 (5H, m) and 9.31 (4H. brs) 

[0029] an example 63. the 5-dimethyl-4-(3-oxo-butyI)-lH-pyra2oIe-1-cull BOKISAMIJIN hydrochloride raw material 
compound 3-acetyl -2. and 6-heptane dione — physicochemical — description Elemental-analysis value (as 
C10H17N4 OCl and 0.3H2 O) 
C(%) H(%) N(%) Cl(%) 

Theoretical value 48.02 7.09 22.40 14.17 Experimental value 47.87 7.16 22.58 14.33 nuclear-magnetic-resonance 
spectrum (DMSO-d6, TMS internal standard) 

delta:2.08 (3H, sX 2.21 (3H. s) and 2.43 (3H. sX and 2.48- 2.69 (4H, m) and 9.23 (4H. brs) 

[0030] the example 71-amidino -3 and 5-dimethyl-1 H-pyrazole-4-methyl propionate hydrochloride raw material 
compound 4-acetyl-5-oxo-methyl hexanoate — physicochemical — description Elemental-analysis value (as 
C10H17N4 02 CI) 
C(%) H(%) N(%) Cl(%) 

Theoretical value 46.07 6.57 21.49 13.60 Experimental value 45.88 6.53 21.51 13.72 nuclear-magnetic-resonance 
spectrum (DMSO-d6, TMS internal standard) 

delta: — 2.22 (3H. s). 2.43 (3H. sX 2.44-2.77 (4H. mX and 3.59 (3H. s) and 9.25 (4H. brs) 

[0031] the example 83-methyl -4. 5 and 6, and a 7-tetrahydro-l H-indazole-l-cull BOKISAMIJIN hydrochloride raw 
material compound 2-acetyl cyclohexanone — physicochemical — description Elemental-analysis value (as nine 
H15N4 CI of C) 
C(%) H(%) N(%) Cl(%) 

Theoretical value 50.35 7.04 26.10 16.51 Experimental value 50.27 7.14 26.06 16.29 nuclear-magnetic-resonance 
spectrum (DMS0-d6, TMS interna! standard) 

delta:1.67- 1.74 (4H. mX 2.18 (3H, sX 2.37-2.42 (2H. mX and 2.88- 2.91 (2H. m) and 9.16 (4H. brs) 

[0032] the example 91-amidino -3 and 5-dimethyl-1H-pyrazole-4-carboxylic-acid methyl hydrochloride raw material 

compound 2-acetyl methyl acetoacetate — physicochemical — description Elemental-analysis value (as eight 

H13N4 of C 02 CI) 

C(%) H(%) N(%) Cl(%) 

Theoretical value 41.30 5.63 24.08 15.24 Experimental value 40.90 5.57 24.07 15.16 nuclear-magnetic-resonance 

spectrum (DMS0-d6. TMS internal standard) 

delta:2.40 (3H, sX 2.72 (3H. sX 3.82 (3H, sX 9.77 (4H. brs) 

[0033] the example 101-amidino -3 and 5-dimethyl-lH-pyrazole-4-methyl-acetate hydrochloride raw material 
compound 3-acetyl-4-oxo-pentanoic acid methyl — physicochemical — description Elemental-analysis value (as 
nine H15N4 of C 02 CI) 
C(%) H(%) N(%) Cl(%) 

Theoretical value 43.82 6.13 22.71 14.37 Experimental value 43.75 6.05 22.80 14.11 nuclear-magnetic-resonance 
spectrum (DMS0-d6, TMS internal standard) 

delta:2.18 (3H. sX 2.44 (3H. sX 3.57 (2H. sX 3.63 (3H. sX 9-35 (4H, brs) 

[0034] example 113. 5-dimethyI-4-(4-nitrobenzyl)-l H-pyrazole-l-cull BOKISAMIJIN hydrochloride raw material 
compound 3-(4-nitrobenzyl)-2. and 4-2.4-pentanedione — physicochemical — description Elemental-analysis value 
(as C13H16N5 02 CI) 
C(%) H(%) N(%) Cl(%) 

Theoretical value 50.41 5.21 22.61 11.45 Experimental value 50.07 4.86 22.70 11.45 nucleai-magnetic-resonance 
spectrum (DMS0-d6. TMS internal standard) 

delta:2.12 (3H. sX 2.51 (3H. sX 3.98 (2H, sX 7.44 (2H, d. J= 8.5HzX 8.18 (2H. d. J= 8.5HzX 9.32 (4H. brs) 

[0035] example 123, 5-dimethyl-4-(4-methoxybenzyl)-l H-pyrazole-1-cull BOKISAMIJIN hydrochloride raw material 
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compound 3-(4-methoxybenzyl)-2, and 4-2.4-pentanedione — physicochemical — description Elemental-analysis 
value (as C14H19N4 OCI) 
C(%) H(%) N(%) Ci(%) 

Theoretical value 57.04 6.50 19.01 12.03 Experimental value 56.80 6.48 19.02 12.02 nuclear-magnetic-resonance 
spectrum (DMS0-d6. TMS internal standard) 

delta-2 10 (3H s). 2.48 (3H. s) and 3.71 (5H, s). and 6.78- 7.12 (4H. m) and 9.24 {4H. brs) 

[0036] the example 131-amidino -3 and a 5-dimethyl-lH-pyrazole-4-carboxylic-acid ethyl hydrochloride raw 
material compound 2-acetyl ethyl acetoacetate — physicochemical ~ description Elemental-analysis value (as nine 
H15N4 of C 02 CI) 
C(%) H(%) N(%) Cl(%) 

Theoretical value 43.82 6.13 22.71 14.37 Experimental value 43.79 6.06 22.87 14.50 nuclear-magnetic-resonance 
spectrum (DMS0-d6, TMS Internal standard) 

delta l 31 (3H. t J= 7Hz). 2.40 (3H. s). 2.72 (3H, s). 4.28 (2H. q. J= 7Hz), 9.74 (4H. brs) 

[0037] the example 141-amidino -3 and 5-dimethyl-1 H-pyrazole-4-carboxylic-acid propyl hydrochloride raw 
material compound 2-acetyl acetoacetic-acid propyl — physicochemical — description Elemental-analysis value (as 
C10H17N4 02 CD 
C(%) H(%) N(%) Cl(%) 

Theoretical value 46.07 6.57 21.49 13.60 Experimental value 45.83 6.85 21.59 13.55 nuclear-magnetic-resonance 
spectrum (DMS0-d6, TMS internal standard) 

delta-0 97 (3H t J= 7Hz). 1.69-1.73 (2H. m). 2.40 (3H. s). 2.72 (3H. s). 4.20 (2H. t J= 6.5Hz). 9.78 (4H. brs) 
[0038] the example 151-amidino -3 and 5-dimethyl-lH-pyrazole-4-carboxylic-acid butyl hydrochloride raw material 
compound 2-acetyl butyl acetoacetate — physicochemical — description Elemental-analysis value (as C11H19N4 
02 C!) 

C(%) H(%) N(%) Cl(%) 

Theoretical value 48.09 6.97 20.39 12.90 Experimental value 47.91 6.95 20.41 12.92 nuclear-magnetic-resonance 
spectrum (DMS0-d6, TMS internal standard) . « ^. . v 

delta:0.93 (3H. t J= 7Hz). 1.37-1.45 (2H. m). 1.65-1.70 (2H. m). 2.40 (3H. s). 2.70 (3H, s). 4.24 (2H, t. J= 6.5HzX 9.69 

(4H, brs) 

[0039] the example 161-amidino -3 and 5-dimethyl-1H-pyrazole-4-carboxylic-acid benzyl hydrochloride raw 
material compound 2-acetyI acetoacetic-acid benzyl — physicochemical — description Elemental-analysis value (as 
C14H17N4 02 CI) 
C(%) H(%) N(%) Cl(%) 

Theoretical value 54.46 5.55 18.15 11.48 Experimental value 54.30 5,45 18.28 11.43 nuclear-magnetic-resonance 
spectrum (DMS0-d6. TMS internal standard) 

delta-2 39 (3H, s), 2.71 (3H, s) and 5.32 (2H, s). and 7.35- 7.47 (5H, m) and 9.76 (4K brs) 

[0040] example 173. 5-dimethyl-4-(3, 4-methylene dioxy benzy!)-1 H-pyrazole-l-cuil BOKISAMIJIN hydrochloride 
raw material compound 3-(3, 4-methylene dioxy benzyl)-2, and 4-2,4-pentanedione — physicochemical — 
description Elemental-analysis value (as C14H17N4 02 CI and 0.1 H2 O) 
C(%) H(%) N(%) 

Theoretical value 54.14 5.58 18.04 Experimental value 53.99 5.57 17.76 nucleai-magnetic-resonance spectrum 
(DMS0-d6, TMS internal standard) 

delta-2 1 1 (3H s) 2.46 (3H. s). 3.69 (2H, s) and 5.96 (2H. sX and 6.61- 6.83 (3H. m) and 9.1 1 (4H. brs) 

[0041] Example 1 84-(4-ben2yloxybenzyl)-3, 5-dimethyl-1H-pyrazole-l-cull BOKISAMIJIN hydrochloride raw 

material compound 3-(4-benzyloxybenzyl)-2. 4-2.4-pentanedione nuclear-magnetic-resonance spectrum (DMSO-d6, 

TMS internal standard) ^ « ^. . v or. 

delta:2.10 (3H, s), 2.47 (3H. s). 3.71 (2H. s), 5.06 (2H, s). 6.93 (2H, d. J= 8.5Hz) and 7.06 (2H. d, J= 8.5Hz). and 7.30- 

7.43 (5H, m) and 9.17 (4H. brs) 

[0042] example 193. 5-dimethyl-4-(4-methoxycarbonyl benzyl)-l H-pyrazole-l-cull BOKISAMIJIN hydrochloride raw 
material compound 3-(4-methoxycarbonyl benzyl)-2. and 4-2,4-pentanedione — physicochemical — description 
Elemental-analysis value (as C15H19N4 02 01) 
C(%) H(%) N(%) Cl(%) 

Theoretical value 55.81 5.93 17.36 10.98 Experimental value 55.71 5.86 17.44 11.00 nuclear-magnetic-resonance 
spectrum (DMS0-d6. TMS internal standard) 

delta-2 10 (3H, s). 2.50 (3H. s). 3.83 (3H, s). 3.89 (2H. s). 7.31 (2H. d. J= 8Hz). 7.89 (2H. d. J= 8Hz). 9.32 (4H. brs) 
[0043] example 203. 5-dimethyl-4-(4-hydroxybenzyl)-lH-pyrazole-1-cull BOKISAMIJIN hydrochloride raw material 
compound 3-(4-hydroxyben2yl)-2. and 4-2.4-pentanedione — physicochemical — description Elemental-analysis 
value (as C13H17N4 OCI) 
C(%) H(%) N(%) Cl(%) 

Theoretical value 55,61 6.10 19.96 12.63 Experimental value 55.41 6.11 19.89 12.71 nuclear-magnetic-resonance 
spectrum (DMS0-d6. TMS internal standard) x 
delta-2 09 (3H. s). 2.47 (3H. s). 3.65 (2H. s). 6.68 (2H. d. J= 8.3H2), 6.93 (2H. d, J= 8.3Hz). 9.25 (4H. brs). 9,29 (IH. s) 
[0044] example 213, 5-dimethyl-4-(3. 5-dimethyl-4-hydroxybenzyl)-1 H-pyrazole-l-cull BOKISAMIJIN hydrochloride 
raw material compound 3-(3, 5-dimethyl-4-hydroxybenzyl)-2, and 4-2,4-pentanedione — physicochemical — 
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description Elemental-analysis value (as C15H21N4 OCI) 
C(%) H(%) N(%) Cl(%) 

Theoretical value 58.34 6.85 18.14 11.48 Experimental value 58.12 6.82 18.29 11.47 nuclear-magnetic-resonance 
spectrum (DMS0-d6. TMS internal standard) 

delta:2.09 (3H. s). 2.10 (6H. s). 2.47 (3H. s). 3.59 (2H. s). 6.66 (2H. s). 8.04 (IH. s), 9.24 (4H. brs) 

[0045] example 224-(3. 5-G tert-butyl-4-hydroxybenzyl)-3, 5-dimethyl-l H-pyrazole-l-cull BOKISAMIJIN 

hydrochloride raw material compound 3-(3, 5-G tert-butyl-4-hydroxyben2yl>-2. and 4-2.4-pentanedione — 

physicochemical — description Elemental-analysis value (as C21H33N4 OCI and 0.2H2 O) 

G(%) H(%) N(%) Ci(%) 

Theoretical value 63.60 8.49 14.13 8.94 Experimental value 63.32 8.38 14.12 9.16 nucIear-magnetic-resonance 
spectrum (DMS0-d6, TMS internal standard) 

delta l 34 (18H, s). 2.18 (3H, s). 2.49 (3H. s). 3.65 (2H. s). 6.80 (IH. s). 6.90 (2H. s), 9.19 (4H, brs) 

[0046] the example 231-amidino -3 and 5-dimethyl-l H-pyrazole-l-carboxylic acid 2-methoxy ethyl hydrochlonde 

raw material compound 2-acetyl acetoacetic acid 2-methoxy ethyl ester — physicochemical — description 

Elemental-analysis value (as C10H17N4 03 CI) 

C(%) H(%) N(%) Cl(%) 

Theoretical value 43.40 6.19 20.25 12.81 Experimental value 43.11 6.06 20.23 13.02 nuclear-magnetic-resonance 
spectrum (DMS0-d6, TMS internal standard) 

delta-2 40 (3H s), 2.71 (3H, s). 3.30 (3H. s). 3.64 {2H. t J= 4.6H2). 4.36 (2H. t J= 4.6Hz). 9.71 (4H, brs) 
[0047] The example 241-amidino -3. 5-dimethyl-l H-pyrazole-l-carboxylic acid 2-ethoxyethy! hydrochlonde raw 
material compound 2-acetyl acetoacetic acid 2-ethoxyethyl ester nuclear-magnetic-resonance spectrum 
(DMS0-d6, TMS internal standard) ^ . . > 

delta:1.12 (3H. t. J= 7Hz). 2,40 (3H. s). 2.72 (3K s). 3.49 (2H. q. J= 7Hz). 3.67 (2H, t J= 4.9Hz). 4.34 (2H. t J= 4.9Hz). 

9.73 (4H. brs) ^ ^ , u o n 

[0048] 1.86g of aminoguanidine hydrochlorides was added to the solution (example 25(1) thoria cetyl methane J.Ug 
and methanol 30ml) under cooling at -10 degree C. and day churning was carried out under ice-cooling of a reaction 
mixture After it distilled off the solvent under reduced pressure and the silica gel chromatography (chloroform: 
eluate : methanol = 5:1) refined the obtained residue, it re crystallized from ether-chloroform and the 4-acetyl -3 and 
5-dimethyl-l H-pyrazo!e-l -cult BOKISAMIJIN 484mg were obtained. 
[0049] Nuclear-magnetic-resonance spectrum (DMSO-d6, TMS internal standard) 
delta:2.38 (3H. s), 2.42 (3H. s), 2.76 (3H, s). 6.54 (3H, brs) 

[0050] (2) 0 7ml of 4-N hydrochloric-acid- 1,4-dioxane solutions was dropped at the 4-acetyl -3 and a solution 
(ethanol 1ml and 5-dimethyl-l H-pyrazole-l-cull BOKISAMIJIN 484mg ether 5ml). The depositing crystal is ****(ed) 
and it is 4-acetyl - 3 Five - 488mg of dimethyl-1 H-pyrazole-l-cull BOKISAMIJIN hydrochlorides was obtained. 

Ttm^mm (Cs citbT) 

C (%) H (%) N (%) 

a^ffi 4 4. 3 5 6.0 5 2 5.8 6 
HgifiS 4 4, 3 0 6. 0 7 2 5. 6 7 

[0051] physicochemical — description 

[0052] Examples 263 and 5 - Ice-cooling and bottom nitronium tetrafluoro PORETO of argon ambient atmosphere 2g 

were added little by little to the anhydrous acetonitrile 150ml suspension of 2.01 g of dimethyl-1 H-pyrazole-l-cull 

BOKISAMIJIN nitrates, and the reaction mixture was agitated for 30 minutes under ice-cooling. A solvent is washed 

after reduced pressure distilling off. chloroform washes residue, and it is 3 and 5-dimethyl. - 4 - 2.43g of 

nitro-1 H-pyrazole-l-cull BOKISAMIJIN nitrates was obtained. 

[0053] Nuclear-magnetic-resonance spectrum (DMSO-d6, TMS internal standard) 

2.77 (3H. s) delta:2.51 (3H. s). 9.83 (4H. brs) 

[0054] An example 273. 5-dimethyl -4 - 500mg of palladium carbon was added to the methanol 20ml solution of 
984mg of nitro-1 H-pyrazole-l-cull BOKISAMIJIN nitrates 10%. and it agitated for 45 minutes under an ordinary 
pressure hydrogen ambient atmosphere and ice-cooling. After filtering the reaction solution and removing insoluble 
matter, reduced pressure distilling off of the solvent was carried out The obtained residue was dissolved m 5ml of 
water. 1 60mg of sodium hydroxides was added, and chloroform extracted. 

[0055] Reduced pressure distilling off of the solvent was carried out for the organic layer after desiccation with 
anhydrous sodium sulfate. After dissolving the obtained residue in ethanol 5ml and 2ml of 4-N 

hydrochloric-acid-l,4-dioxane solutions, reduced pressure distilling off of the solvent was carried out. The obtained 
residue was ******ed from ethanol-ether-chloroform and the 4-amino -3 and 810mg of 
5-dimethyI-l H-pyrazole-l-cull BOKISAMIJIN 2 hydrochlorides were obtained. 

[0056] physicochemical — description Elemental-analysis value (as six H13N5 CI2 of C. and 0.5H2 O) 
C(%) H(%) N(%) 

Theoretical value 30.65 6.00 29.79 Experimental value 30.74 5.97 30.10 nuclear-magnetic-resonance spectrum 

(DMS0-d6, TMS internal standard) 

2.62 (3H. s) delta:2.34 (3H, s). 9.58 (7H, brs) 

[0057] The following compounds were obtained like example 28 example 27. 
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4- (4-amino benzyl)-3, the 5-dimethyl-lH-pyrazole-1-cull BOKISAMIJIN 2 hydrochloride raw material compound 3. 
and a 5-dimethyl-4-(4-nitrobenEyl)-1H-pyrazole-l-cull BOKISAMIJIN hydrochloride — physicochemical — 
description Elemental-analysis value (as C13H19N5 CI2 and 0.2H2 O) 

C(%) H(%) N(%) Cl(%) 

Theoretical value 48.82 6.11 21.90 22.17 Experimental value 48.75 6.12 21.66 22.16 nuclear-magnetic-resonance 
spectrum (DMS0-d6. TMS internal standard) 

9.25 (3H. brs) delta:2.12 (3H. s). 2.50 (3H, sX 3.54 (2H, brs) and 3.81 (2H. s). 7.24-7.30 (4H. m). 10.31 (2H, brs) 
[0058] The solution of 0.3ml of cyanamide 0.1 7g water was added to the ethanol 5ml solution of 0.46g of example 
294-(3-chloropropyl)-3 and 5-dimethyl-1 H-pyrazo!e hydrochlorides, and the reaction mixture was agitated at 80 
degrees C on the 1st Reduced pressure distilling off of the solvent was carried out, the obtained residue was 
recrystallized from the isopropanol-JIISO pull ether, and 4-(3-chloropropyl)-3 and 0.1 3g of 

5- dimethyl-1H-pyrazole-1-cull BOKISAMIJIN hydrochlorides were obtained. 
[0059] Nuclear-magnetic-resonance spectrum (DMS0-d6. TMS Internal standard) 

delta: 1.69-2. 11 (2H, m). 2.22 (3H, s) and 2.44 (3H, s). 2.48-2.60 (2H. m), and 3.50- 3.11 (2K m) and 9.27 (4H, brs) 
[0060] The following compounds were obtained like example 30 example 29. 

3. the 5-dimethyl-4-(3-methoxy propyl)-1H-pyrazole-1-cuII BOKISAMIJIN hydrochloride raw material compound 3, 
and a 5-dimethyl-4-(3-methoxy propyl)-1H-pyrazole hydrochloride ~ physicochemical — description — a 
nuclear-magnetic-resonance spectrum (DMSO-d6. TMS internal standard) 

delta:1.48- 1.78 (2H, m), 2.20 (3H. s), 2.33-2.54 (2H, m). 2.42 (3H, s) and 3.24 (3H. s), and 3.21- 3.35 (2H, m) and 9.22 
(4H. brs) 

[0061] Example 31 1-amidino - 3 Five - 10% palladium carbon of the amount of catalysts was added to the methanol 
40ml solution of 1.74g of dimethyI-1 H-pyrazole-4-carboxylic-acid benzyl hydrochlorides, and it agitated for 15 
minutes at the room temperature under the ordinary pressure hydrogen ambient atmosphere. The reaction solution 
was filtered and reduced pressure distilling off of the solvent was carried out after removing insoluble matter The 
obtained residue was recrystallized from the ethanol-ether and the 1-amidino -3 and 1.1 1g of 
5-dimethyl-1H-pyrazole-4-carboxylate acid chloride were obtained. 

[0062] physicochemical — description Elemental-analysis value (as seven H11N4 of 0 02 01, and 0.1 H2 O) 
C(%) H(%) N(%) Cl(%) 

Theoretical value 38.14 5.12 25.42 16.08 Experimental value 38.05 5.01 25.70 16.35 nuclear-magnetic-resonance 
spectrum (DMS0-d6, TMS internal standard) 
2.72 (3H. s) delta:2.39 {3H, s). 9.76 (4H, brs) 

[0063] 32N-butyl of examples 3 Five - 0.49g of KURORU amidine hydrochlorides was added to the solution with a 
dioxane 30ml of dimethyl-1 H-pyrazole-4-carboxamide 0.82g, and the reaction mixture was heated at 100 degrees C 
for 4 hours. The product was ****(ed) after cooling to the room temperature. The obtained rough crystal was 
recrystallized from ethanol-diethylether and the N-butyl 1-amidino -3 and 0.54g of 
5-dimethyl-lH-pyrazole-4-carboxamide hydrochlorides were obtained. 

[0064] physicochemical — description Elemental-analysis value (as C11H20N5 OCI and 0.1 H2 O) 
C(%) H(%) N(%) 

Theoretical value 47.95 7.39 25.41 12.87 Experimental value 47.93 7.31 25.61 12.98 nuclear-magnetic-resonance 
spectrum (DMS0-d6, TMS internal standard) 

8.10 (1H, t, J= 5.5Hz) delta:0.91 (3H, t, J= 7.3Hz). 1.30-1.36 (2H, m), 1.45-1.52 (2H. m), 2.31 (3H. s) and 2.55 (3H, s), 
3.19-3.24 (2H, m), 9.50 (4H. brs) 

[0065] The following compounds were obtained like example 33 example 32. 

3, 5-dimethyl-4-fluoro - 1 H-pyrazole-l-cuH BOKISAMIJIN hydrochloride raw material compounds 3 and 5 - 
Dimethyl-4-fluoro-1H-pyrazole nuclear-magnetic-resonance spectrum (DMS0-d6, TMS internal standard) 
2.47 (3H. d, J= 2.4Hz) delta:2.26 (3H, s), 9.42 (4H, brs) 

[0066] Pyridine 5ml was added to the example 344-amino -3 and the dimethyiformamide 20ml solution of 0.86g of 
5-dimethyl-lH-pyrazoIe-l-cull BOKISAMIJIN 2 hydrochlorides under ice-cooling, then chlorination valeryl 0.5ml was 
dropped at them. After agitating a reaction mixture at 4 degrees C overnight methanol 2ml was added The residue 
which was able to obtain the solution after reduced pressure distilling off was diluted with 1-N sodium-hydroxide 
solution, and chloroform extracted. Reduced pressure distilling off of the solvent was carried out for the organic layer 
after desiccation with anhydrous sodium sulfate. 

[0067] After the silica gel chromatography (chloroform: eluate; methanol = 5:1) refined the obtained residue, it 
considered as the hydrochloride, it recrystallized from ethanol-diethylether, and 3 and 0.53g of 5-dimethyl-4-pen 
TANAMIDO-1H-pyrazole-l-cull BOKISAMIJIN hydrochlorides were obtained. 
[0068] physicochemical — description Elemental-analysis value (as C11H20N5 OCI) 
C(%) H(%) N(%) Cl(%) 

Theoretical value 48.26 7.36 25.58 12.95 Experimental value 48.00 7.27 25.71 13.21 nuclear-magnetic-resonance 
spectrum (DMSO-d6, TMS internal standard) 

delta:0.91 {3H. t J= 7.3HzX 1.29-1.38 (2H, m), 1.54-1.61 (2H. m), 2.11 (3H. sX 2.32 (2H, t J= 7.3Hz), 2.34 (3K s), 9.31 
(4H, brs). 9.52 (IH, s) 

[0069] The following compounds were obtained like example 35 example 34. 

3 and 5-dimethyl-4-ethoxycarbony!amino-1 H-pyrazole-l-cull BOKISAMIJIN hydrochloride raw material compound 
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KURORUGI acid ethyl — physicochemical — description Elemental-analysis value (as nine H16N5 of C 02 CI) 
C(%) H(%) N(%) Cl(%) 

Theoretical value 41.30 6.16 26.76 13.55 Experimental value 41.07 6.06 26.75 13.56 nuclear^magnetic-resonance 
spectrum (DMS0-d6. TMS internal standard) 

8.96 (IH. brs) delta:1.20-1.26 (3H, m). 2.14 (3H. s) and 2.36 (3H. s). 4.08-4.13 (2H. m), 9.34 (4H. brs) 
[0070] 
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2 


CHa 


CHa 


CHa (CH2 ) 3 ~ 


HCl 


mp. 193-- 197 °C 
Mass ly4 kM-HL 1 ; 
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II 

CH3C(CH2)2- 


HCl 


mp. 151—154 °C 
Mass208(M-HCl)* 


7 


CHa 


CHa 


0 

II 

CHsOC(CH2)2- 


HCl 


mp. 145—147 °C 
Mass224(M-HCl)* 


8 


CHa 


- (CHa). - 


HCl 


mp. 226— 228 "C 
Massl78(M-HCl)^ 


9 


CHs 


CHa 


0 

II 

CH3OC- 


HCl 


mp. 193—196 °C 
Massl96{M-HCl)^ 


10 


CHa 


CHa 


0 

II 

CH30CCH2 - 


HCl 


mp. 185-187 "C 
Mass210(M-HCI>^ 


11 


CHa 


CHa 


OzN^^^^^^CH-,- 


HCl 


mp. 185—188 -C 
Mass273(M-HCI)* 



[0071] 

[A table 2] 
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TvT ' 

H N N Hg 


mmm 


R ' 


R2 


R ' 


Salt 




12 


CHa 


CHa 


CHaO— ^CHj- 


HCl 


mp. 192-194 'C 
Mass258(M-HCl)* 


13 


CHa 


CHa 


0 
II 

CH3CH2OC- 


HCl 


mp. 174—176 °C 
Mass210{M-HCl)^ 


14 


CHa 


CHa 


g 

CH3(CH2)20C - 


HCl 


mp. 146—148 'C 
Mass224(M-HCi)^ 


15 


CHa 


CHa 


CH3(CH2)3oS - 


HCl 


mp. 138—140 'C 
Mass238(M-HCl)-^ 


16 


CHa 


CHs 


<^ ^CHaO?- 


HCl 


mp. 160-162 °C 
Mass272(M-HCI)* 


17 


CHa 


CHa 




HCl 


mp. 181— 183 "C 
Mass272(M-HCl)* 


18 


CHa 


CHa 


^CH.O-Q-CH.- 


HCl 


mp. 197—199 'C 
Mass334{M-HCl)* 


19 


CHs 


LHa 




HP 1 


mp. 183—185 'C 
Mass286{M-HCl)^ 


20 


CHa 


CHs 


HO -(^ ^CHi- 


HCl 


mp. 191-193 
Mass244(M-HCl)" 


21 


CHa 


CHa 


HaC 

HO-^^CHa- 
H3C 


HCl 


mp. 195-197 '0 
Mass272(M-HCl)* 



[0072] 
[A table 3] 
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HN NHz 




R ' 






Salt 




22 


CH3 


CH3 


(CH3)3C 

H0\>CH2- 

(CH3)3C 


HCl 


mp. 195~197 'C 
Mass356(M-HCl)" 


23 


CH3 


CH3 


P 

CH30(CH2)20C - 


HCl 


mp. 123-125 °C 
Mass 241(MH-HC1)^ 


24 


CH3 


CH3 


CHsCH20(CHj)20?- 


HCl 


mp. 120-122 °C 
Mass 255(MH-HC1)* 


25 


CH3 


CH3 


CH3? - 


HCl 


mp. 164-166 °C 
Massl80(M-HCl)* 


26 


CH3 


CHa 


NO 2 


HN03 


Mass 183{M-HN03) 


27 


CHs 


CHa 




HCl 


mp. 167-169 'C 
Mass 153(M-2HC1)* 


28 


CH3 


CH3 


H^NH^ ^CWi - 


2HC] 


mp. 213— 217 'C 
Mass 243(M-2HC1)^ 


29 


CH3 


CH3 


CI- (CH2)3- 


HCl 


rap. 183-185 °C 
Mass : 

214. 216(M-HC1)^ 


30 


CHa 


CHa 


CH30CCH2)3 - 


HCl 


mp. 155—157 "C 
Mass 211(MH-HC1)^ 


31 


CH3 


CHa 


D 
11 

HOC - 


HCl 


rap. 201— 203 °C 
Massl82(M-HCl)^ 



[0073] 

[A table 4] 
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R ' ,R 

H N N Hg 




R ' 




R« 


Salt 




32 


CHs 


CHs 


0 

II 

CH3(CH2)jNHC- 


HCl 


mp. 182-184 °C 
Mass 238(MH-HC1)* 


33 


CHs 


CHs 


F 


HCl 


mp. 168—169 °C 
Mass 157(MH-HC1)* 


34 




CHs 


0 

11 

CH3(CH2)sCNH- 


HCl 


mp. 178-180 'C 
Mass 238(MH-HC1)" 


35 




CHa 


0 
II 

CH3CH2OCNH- 


HCl 


mp. 193-195 °C 
Mass225(M-HC[)* 



[Translation done.] 
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^rz/^mmt'^^j^m (a) 

(43)^^ B ^^0^ (199 4 ) 10^253 



6-298737 



F I 



(ZD&m^^ ?$JS^5 - 1 1 0 9 5 6 




00000 6677 










(22)a5lia iF^5*(1993) 4^13H 






111-^ 












f«^i^iJlrtT*i^,2TS 2 a 7 








AOj tl-tii 








m^m-O < t^TtJZ^OB 2 5-9 
























m:^fPfii:^4'ilI 4-43-25 


'J Ay 






X— ;u • trx;^ 2 o l 




















(54) [ISHa<^«^.] t:5LV-;HS«#: 









(57) im»}i miE^) 

Tfg^ C I ) 



( I ) 



( 

1 

im^^i 3 -^^ ( I ) 




( I ) 



Hb2] 




i ) ^mm. emryu^/i^-^. r ^;^^;^^=^'>^. « 
[ 0 0 d 1 1 

10 0 0 2] J: ?S 



Z ) It^^e - 2 9 8 7 3 7 

2 

^MA^ffifg^. ii^iTi/U =r >';w{l:©$?±^'^ (AGE t 

Advanced Glycation End Pr 
o ducts) (cSS ^ixTV^^-jicOKifi C* 

y-\^Rmi±. m^t<ol&^<7y—::>t^t^fiXii^. in 

m^z^i>m&t h^i$i^zmm-thi:j<r>tmm^fix\^ 
^-^x. ;>(4'^-¥Rmt:mmLximm&^^v n 

[0 0 0 3] ^3lt. ;^ 'f 5- Kffi^vSlii-^'r^'ft-^il^g 

^ - HK^S^^^Ji: LT^i^r f5^$fi3t!t§^HS 6 2- 
14 2 114 ^^^mm^oT a y s^r-v a - u h 

30 Urv^^, 
C 00 0 4 ] 

H ^^HlW^tt-ft:^^ i: (i'ft^?SJt $r ±<mz 
t: 7 V- ;H^«i* l»J la t T $r $ -tt S (CM o 

[0 0 0 5] 

( I ) 

40 [0 0 0 6 ], 
[<t3] 




C 0 0 0 7 ] {^^(nlZ^\t^ lilT<7)lii^$:^'r. 
50 R' • ^WkT}\^^}V^ 



{ .3 ) 



6-298737 



xi± (ii) ^\ayyf^^. ^mT/u:^ y ^ 

I 0 0 0 8 3 




10 



R' 



[0 0 0 9] (R* . R' XiiR' : [pI — XtiS^-? T 

j^^mm^. r^ym. =.hum. ^fe^. (a^r;^^;^ 
x\± (iii > tK®?^. ^WLTjv^jXfm. r^fv^_ 20 

i:R' i:;&<-f^i:^o-C^^I&3 J.:i±0^icmr;^^U>' 
[0 0 10] £i,T, ^^m^z-:>%mmtmmr h . 

t e r t -y^;v^. '^v^yi^i^. y 

;^7r^>f■;^S, t e r t 
[0011] rjg^ry^;<r y i: LTIi, ^j^/l-^ 

/us> T-^i-fvm. rntr^-;us. y^Vfu^. ^y 

^i^tr )Un(::^f\^m. s e c - :/ >' /P^K-yU^ . t 
e r t - y b^S/;'$r;U;i<^;u^, ^y^jU (T ^fU) 

i:L-Cl±. ^^h^i^m. Xb:3f£/^. To;Jfdiri- 50 



(T^yi-^t^^') y^y^;u.-t^i-^s t 

[0012] rr k LX\t. n^L 

7x-;U'\^i-;w^^i^^^'C^ *:) . »^t:iti><.y 
LT(i. ^laryP'^ ^ >'tf^M^sat3^=3s^yS**fe'&ti^s: 

mx'h*). pif-uy v^i-^i^^ (-OCH. 0-) , X 
^uy-J^^i^^ C-o (CH. ) , 0-) . ratru 

f-l-y^, 1 MJ^f-i/yS. 2-><f';^bU 
.Xf-I-V^, 3-,xf-yPh UXf-uviS. X^/UX^V 
^;Ux^i. ^y^y^uym. ^f-zt- 

[0013] n\ayym=^i ti. 7 ^[^^. Jg^H 

"^t. nmm^f'tpKti^nmx'ikh . r' tc^ivvr (i) 

)vmxh^. ^f*:Wtc{±:7*ne;w^. -^^jv^. -ivzf 
ilti) J:v%r ay^j kL.Xli. T ^ y ^com^zmiliJ^ 

mmm-^ttf:zr^ym^mt^i>. ^f^e^^jtctir-t^/ur 
5/^. rn tr^f-zi^r ^ y^, y^v jvt ^ ym\ y^ 

fcfCti. y^)V^. X^;^S. rnt:;WS;!i<iEF^-Cfe 

r ig^ST zW n ^ vai j i: LT (i> b i/^. 
xh=3(fi^^A*. r(s^3^7-;un^ i/;^r;^;t^x;^^J h LT 
(i. p< h^>';<r;U:Kx;i/S, x h =^ >- :^ zl- ;K x /U ^ lif 

[0014] 
C^HS ] 



( 4 ) 



i}#ra¥6 - 2 9 8 7 3 7 




[0015] -C55$ft«. ^x-yPS + R' . R' XI4R 

t LT{iBiJia<05iO-CS)2... 
(iii ) SM5iiJtX?yl'^-/l'S<^S^S<iO 3 % 




(IV) 



a-^. 'ifis. gtK. rof^xK. 
( I ) {±, tHSHIi-^. x^' y — ;u^iJ3igMfP?Jj^^S^ 
•r-s. 

[ 0 0 1 .6 ] 
X NHj 

H 2 N C N 
(VI) 




(I) 



[0 0 17] (^4'<oie-tR' . R' xttR' itmm<7i 

*ti. *»BSft*^ (I.) i4> -ffi^ -c^sns 
evy-;pfl:^ftfc-®^ (in ) -cs^SttsvNn y y 
*/i.Arsi''y«sxfii^r-^5 H (iv) k-CN-rs 
yy'ffc^IES;^TV^Si§$it&* *SJ85I±. t^5y-;wft 
•&!fS!) (ID fc-?-<iORJCStJBS<^''Snyy*;WAT$ vi' 
laS (III ) XJii/'T-t-S K (IV) k $-S*K*JDiaTJb 



y r h5t HD^^V (TH F) . ^aD*;l.i., if 
Sxf-;i., hiwxv. 1, 4 - i^'^=^f-r>'^*'^tf *>*t 

[0018] 




0 o 

(II) 



{ 5 ) 



?^^¥6 - 2 9 8 7 3 7 
8 



NH 



NHNH 2 



(III) 




( 1 ) 



^^^^mit-^m (I) \t-m^ (v) r^-^n^y^^r h y 
mH^^ (-ha>fi:s^) 

^ES^^fe (^TC^JS) 

-JS^ (I) r^^tL-S^^^J^^t-^^^^ 

-JK^ (I) Xyf^^f\.his^^mt'^^<no%'^' t^^:^^^ 



[0019] 

^Ki?^Kcovivss[fii'^^pit^> ^^^ttwssi. arts 
0. lU'jy'm'tv'j^j^Wimm (ph7. 4) (c-s-ix 

il6 m g/m I 1 0 0 mU<nm^t^j: h ^ 0 
j^U. 3 7*C-C7 BK-Y JL-^-i^ 9 > L7t^, — 
0 til L S D S - P AG E $:^V^. tg^;^i&^^ 
m^i^iSf^. 0. 04%Coo, massie 
Briiiiant Blue R-250r^fem. 

M. 3mM. 1 0 mMXIiS 0 mMh^S J: a tCZ^JO 

50 -^ix-?ixi7)ia^tci5»ti»ZS*St/^HS«^^«tc«^ 



( 6 ) 



[0 0 2 1 ] (iSSOYt^^) (I) "CS^^il^*: 

l--500mg. $f^L<ti:10 — ZOOmg-CSkO. 
Z(r^^o^j:mik^^^mz..ii\^X\^. — pXii-^-^a 

xv-s- ^ ^ y (7; J: 5 irS te?FJ ^ t T v^T i J: 
a^v-r n tr;p-fe:;WP— t K n ^ i/r n t:;^;^ ^/u 

o.^^s&^j. -M-?*^^]. ^^m. m^m 

TC^^^J-^^l (C, H.rN, C 1 t LT 

C {%) H (%) 

Sft.-a 4 9.8 8 7.9 1 

H^M. 4 9.88 7.9 2 



ij^^¥6 - 2 9 8 7 3 7 
10 

^s-^-r^. 7^'&:<r>mmm. mmmtLx\t. wi^ttfa 

x:J^ /-AUOi: •? ^rr/Uri";^®,, U V;K- h 8 0 

^b^j. mmm. mmm. %itm. ^^m. ^^itm im 
^ t3 ^® tk X (i Mm ^ a It ffl ^^sf t T ^ -r s 

^ d ) Xti-^-^O^^^^IPJ.^^tcj^Lo . 0 5- 1 OM 

mmtpitis^^mm'^^vmmm'km^^x'sm^zx o 

(i^Sat^i O iUt:^^, i^S^tli, ^Lm^-k^atcE t LXM 
[0 0 2 3] 

(0 0 2 41 HiSMi 

T ^ y Vr—>rV^^W, 1. 5 6. g^OTKSmK ^^^^ 
-/U3 Q,.m J . iStgMl m 1 <50^?9ttc. 3-ratr;u- 
2. 4 >'i^':t>' 2 . 06g<7);»<:5'y— ;U10m 

1) T^i^L/im., x^ y-yU-x-f-^l^J: »3 W^ft 

3. ^ -i^'^f-;^- 4 -rotvu- 1 H- 1 ^y- 
[0 0 25] mit^m^^ 



m 

S : 0 . 88 (3H. t. J = 7Hz) . 1. 25- 

1. 65 (2H. m) . 2. 2 0 (3H. s) , 2. 2 

6-2.. 49 (2H. m) . 2. 45 (3H. s) . 

9 . 3 0 ( 4 H , b r s ) 

Ttm^vim (c.,H,,N, c \ tLx 

C (%) H {%) 



N (%) C 1 (%) 

25.85 16.36 
25.97 16.26 

[0025] mmm2 

4-rf-;u-3. 5 - 1 H - t^^y-;u- 1 



N (%) 



C I (%) 



n 



5 2 0 5 8.3 0 
5 1-88 8.31 

m) 

a : 0.. 80-1. 00 (3H» m) . 1. 17-1. 
60{4H,m).2,20(3H.s).2 28- 
2.49(2H.m).2.. 45(3H,s).9.3 

1 ( 4 H . b r s ) 

Ttm-^^^ (Ci.Hi.N, ClfcLT) 
C (%) H (%) 
mtkm 5 2 0 5 O . 3 0 

mmm 51.91 s 24 

:^ia^^p^;:^^^ (DMSO- d, ,TMSrtg?M 

d : P , 87 (6H. d. J = 6. GHz) . 1. 50 
-1. 85 (IH, in) . 2. 19 {3H, s) . 2. 
24 (2H. d, J = 8. 6Hz) . 2„ 43 (3H. 
s).9.26(4H,brs) 

7C§^*»f€ (CiiH,.N4 CXbLX) 
C (%) 

mmm 53.98 

HKIS 5 3,82 
^^E^^mx^^ h-;!^ (DMSO- d, . TMSf*1g5S 

^ : 0 ,. 7 9 - 0. 9 3 ( 3 H . m ) . 1 .. 1. 5 - 1 . 
60(6H.m),2.20(3H.s).2.28- 

2.48(2H.m) . 2.4 3 (3H^. s). 9. 2 

6 ( 4 H , b r s ) 

^m^VxM iCt.Hti^i CltLX) 
C {%) H {%) 
mtkB. 5 8.9 8 6.4 7 
5 8.84 6.44 

m) 

^ : 2 ■ 1 1 ( 3 H . s ) . 2 . 5 0 ( .3 H . s ) , 
3. 79 (2H. s) . 7. 14-7. 31 (5H. 
m ) . 9 . 3 1 ( 4 H . b r s ) 

[0 0 2 91 ute^je 

Ttm^mm (c.oHwN, oc i 

C (%) 
4 8.. 0 2 
4 7. 87 

If^^^^m^^'^'^ hJU (DMSO- d, . TMS 

$ : 2 . 08 (3H. s) , 2. 21 (3H. s) 
2.43(3H. s). 2.48-2.69 {4H 
m) . 9. 23 (4H, brs) 

(0 0 3 0 3 ^mmr 

Ttm^^lS (Ci,H,,Nc O. C \ ttX) 
C {%) H (%) 



( 7 ) ^^^6 - 2 9 8 7 3 7 

12 

24.28 15.36 

24.29 15 55 

[ 0 0 2 6 3 mmm3 

3. 5-i/'>^;u-4- ( 2 f-yi^rn tr^i-) -i 
3 vyf-;u- 2 , ^ -^y ^ y'J:t y 



N (%) c 1 (%) 
24.20 15.36 
2 4 3 b 15.21 

[ 0 0 2 7 3 ^mm^ 

3^ 5 ^>p- 4 -^vf-yi^- 1 H - e^y — -'l^ 
1 :^Jl^if(^'V^i^yU^^ 




1 H - V-yv- 



1 ->5^;U;tf^r^^ i/'^-iSlgiS 



4 -^y^ y-J:^y 



N (%) 
2 1. 16. 
2 1.21 



0 

H (%) 
7 , Q 9 
7.16 



C I (%) 
13.39 
13. 48 

3. ^-v^^iX'- (3-:^=Jf y:/f-/u) -iH 
tr^y— .1 -?>y^;K^1^$ 

3 -r-fef-yl^- 2 , 6 -'ST':?' y i^'^t 

3 H, O i: LT ) 

N {%) CI (%) 

22.40 14.17 

22.58 14.33 

i-rsi/V-s. 5 1 H-i^^y-;p 



N (%) 



c i (%) 



13 



4 6 
4 5 



mm^^m^^-^ (DMSO-d, 



0 7 
8 8 
TM S 



6 
6 



I 8 ) 

5 7 
5 3 



5-. - 2. 22 (3H. s) . 2. 43 (3H. 3) 
2. 44-2. 77 (4H.m) . 3, 59 (3H 
s) , 9. 25 (4H.. brs) 

[0031] mmms 

Ttm^mm (c, HuN* 

C (%> 
^Itiit 5 0.35 
^^il 5 0.27 

^:1.67-1.74(4 H,m).2.18 
H. s) . 2. 37-2. 42 (2H. m) , 2 
- 2 .. 9 1 (2 H . iti) . 9 . 16 (4 H . b r 

[0 0 3 23 mmms 



2 1.49 
2 1 5 1 
3 4 
yrJ^V'-;!/- 1 



6-298737 

14 

13.60 
13 7 2 

5. 6. 7-xh^tHo-lH--^ 



C \ tLX) 
H (%) 
7.04 
7.14 



N (%) 
2 6. 10 
2 6. 06 



C I 
1 6 
1 6 



(%) 
, 5 i 
. 2 9 



l-T'^i.'y-S. 5 1 H 

(3 iSf4'ffc-^*5!I 
. 88 2 -r-fef-yl/T-t bWSSPf f-/^ 

s) ^"fk^WiS^ 



(%) 

3 0 
9 0 
T M S 



c 
4 1 
4 0 

m 

a : 2 , 40 (3H, s) . 2. 72 (3H, s 
3. 82 (3H. s) . 9. 77 (4H. brS 

[0 0 3 3] mmmi o 

C (%) 



Oi c .1 b ur ) 

H (%) 
5.63 
5.57 



N (%) 
2 4. 08 
2 4.07 



C 1 {%) 

15.24 

15.16 



l-r5i^V-3. 5 - f-^l-- 1 H - V"-/!^- 



O, C I bLX) 



4 3 
4 3 



. 8 2 
. 7 5 
TM 



H (%) 

6,13 

6.05 



N. i%) 
2 2. 71 
2 2. 8 .0 



C 1 (%) 

14.37 

14.11 



O, C I tLX) 



mmf(^^^^^^ (DMSO-d, 
m) 

a . 2 . 18 (3H, s) . 2. 4. 4 .(3H. s) 
3 ,. 5 7(2H,s),3.. 63(3H.s), 9 

5 ( 4 H . brs) 
[ 0 0 3 4 ] mt&M 1 1 

7C§^^^i[ (C.,:H,, N. 

C (%) 
5 O . 4 1 
5 0. 07 
<DMSO-d, . TMS 

^:2.12(3H. s).2.51(3H.s 
3.9 8 (2H. s).7.44(2H.d,J 
5Hz) . 8, 18 (2H, d» J=8. 5Hz 
9. 3 2 {4H. brs) 

[0 0 3 5] mmm i 2 

7n^5J-^^ (C.*H,,N* OCli:LT) 
C (%) H {%) 



3, 5 ->^'>«^;^-4 - (4 - ::^hO<yi/';U) - IH 
3- -2. 4 -'^y:^' :^i-':t>' 



H (%.) 
5.21 
4.86 

) . 

= 8 , 
) . 



N (%) 
2 2. 61 
2 2.70 



C I 
1 1 
1 1 



(%) 
• 4 5 
. 4 5 



3 , 5 - f';t'-4 - (4 h =3f i^^yi^'/^) -1 

y 



N {%) 



C 1 <%) 



{ 9 ) 



6-298737 



15 



16 



5 7.0 4 6 . 5 .0 
5 6.80 6.48 



^ : 2 10 ( 3 H . 
3 . 7 1 ( 5 H , s ) 
m) , 9 . 2 4 (4 H 

[ 0 0 3 6 ] mi^^i 1 



s).2 48(3H.s), 
, 6. 78-7. 12 (4H. 
. b r s ) 
3 

Ttm^m^ (c, Hm N* o, c \ t 

C (%) H (%> 

4 3.82 6.13 
4 3.79 6.06 



19.01 12.03 

19.02 12.02 

i-raxV-3. s-i/'^f-vu-iH-e^ 



LT) 



N (%) 
2 2.71 
2 2,87 



C I (%) 

14.37 

14.50 



5" : 1 . 3 1 ( 3 H . 
H , s ) . 2 , 7 2 ( 
q , J = 7 H z ) , 9 

1 0 0 3 7 1 mmm i 



(DMSO-d, , TMSrtS?© 

t. J = 7Hz) . 2. 40 (3 
3 H. s) . 4. 2 8 (2H. 
, 7 4 (4 H . b r s ) 
4 

TC^^^M (CipHmN* O, C ) 
C (%) H (%) 
4 6.0 7 6.57 
4 5.8 3 6,8 5 



a : 0 . 9 7 ( 3 H , 

1 . 7 3 (2 H , m) 

2 ( 3 H , s ) . 4 . 
z ) , 9 , 7 a ( 4 H 



( D M S O - d, . TM S rtSSii 

t, J«7Hz) . 1. 69- 
. 2.40(3H.s).2-7 
20 (2H, t/j = 6. 5H 
. b r s ) 

^m^mm (CmH,,n 

C (%) 

mmm 43. 09 

4 7.91 



1 - T 5 i^' y - 3 . 5 - ->'P« - 1 H - e 7 



LT) 

N (%) C 1 (%) 

2149i 13.60 

21.59 13.55 

t.Q 0 3 8] m^mi 5 



^y^- 



Oi C 1 i: 

H {%} 
6.97 
6.95 



i§i> 

r 0 . 9 3 ( 3 H . 

1 . 4 5 ( 2 H . m ) 

m ) . 2 . 4 0 ( 3 H 

4 - 2 4 { 2 H . t , 

H . b r s ) 



$ : 2 . 3 9 ( 3 H . 
5 , 3 2 ( 2 H . s ) 
Ki) . 9 , 7 6 (4 H 

[0 0 4 0] ^mmi 

3.5- 'J?< 4 



(DMSO-d, , TMSP^S^ 

t,J-7Hz).1.37- 

. 1. . 65-1. 70 (2H. 

, s).2.70(3H. s). 

J = 6.5H'z>.9 69 {4 

Tt^^^m (Ci, Hi, N, O. C 1 i: 
C {%) H (%) 

5 4.4 6 5.5 5 
5 4.3 0 5.4 5 
(DMSO-d., . TMSrtg?^ 

s).2. 71(3H.s), 
, 7. 3 5- 7. 47 (5H, 
. b r s ) 
7 

- (3, 4 -^-^l^>'>^'^^=^'^ 50 



LX) 

N (%) 
2 0. 39 
2 0.41 
[ 0 0 3 9] I 



C 1 (%) 

12.90 

12.92 

mm 1 6 



l-r5i>V-3. 5 - >?J?< f-;^- 1 H - t:7 



N (%) 
18.15 
18. 28 



C I (%) 

11.48 

11.43 



-2.4- 



3 - (3 . 4 -j^Cf-V W: 



17 

jt^^VrM (Ci, Hi, Ni 
c (%) 

5 4 

5 3 

^^^^m:^^^ h)U (DMSO-d, . 

8:2. 11 (3H. s) 
3.69{2H.s).5 
1-6. 83 (3H. m) 

[0 0 4 1 ] \ 8. 

4 " ( 4 v^yW^^ > 



1 4 
9 9 
TM S 



2 . 4 6 { 3 H , s 
9 6 ( 2 H , s ) . 
9 . 1 1 ( 4 H . b 



( 10 ) 

O. C I • 0 

H (%) 
5. 5 8 
5 5 7 



-298737 
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) . 

6 . 6 
r s) 



1 H, OtLX) 
- N (%) 
18.04 
17.76 
: 2 . 10 ( 3 H . 
. 7 1 ( 2 H . s ) 
( 2 H . d , J = 8 
. J = 8 5 H z .) 



2 . 4 7 ( 3 H , 

5 . 0 6 ( 2 H . s ) 

5 H z ) . 7 . 0 6 ( 

7.3 0 - 7 4 3 ( 



10 



' -3.5- v^-X f- 



^:2. 10 (3H. s) 
3 
3 
d 

m.) , 9. 17 (4H. brs) 

[0042] ^mm 1 9 

3. 5 - i^'.?< 4 - {A-?^Y^i^:h}V^>> 

- 1 H -e^.v^-;^- 1 -^^vi^^K^-^^ 



s ) , 

, 6 

2 H , 

5 H , 



( 4 v;U:t^^- 



d, . TM S 



(DMso 

TC^^WM (C,,H.,N,4 
C .(%) 
5 5. 81 
5 5.71 

^Sai^^i^X'^.^ b;U (DMSO-d., , TMS 

^:2.10{3H.s).2. 5 0(3H.s 
3.83(3H.s),3. 89(2H.s). 
1 ( 2 H . d . J = 8 H z ) , 7 . 8 9 ( 2 H . 
= SH z ) , 9 . 3 2 ( 4 H . brs)" 
[0 0 4 3] ^;&60il2 0 

3C^^*fM {Ci,H»,N4 
C (%) 
5 5.61 
5 5. 41 

fem^^tilx^:?' b/U (DIVISO-d, . TMS 

^;2. 09 (3H. s) . 2. 47 (3H. s 
3.65{2H,s).6.68(2H,d.J 

3Hz) . 6. 93 (2H, d, J«8. 3 Hz 
9.25(4H.brs) , 9.29(lH.s 

[0 0 4 41 IIM{^2 1 

7C5g^WiI (C,.H«,N« 
C (%) 
5 8 3 4 
5 8, 12 
K/U (DMSO-d, , TMS 

5':2.09(3H,s).2,10(6H.s 
2.47(3H,3).3.59(2H.s). 
6(2H.s).8.04(lH.s).9,2 

H , brs) 
[ 0 0 4 51 ^5£^J2 2 



O, C 1 Lt) 
H (%) 
5,93 
0.80 




5//W) - 



3 
J 



1 H- e^y-yl--- 1 
3- (4 - t H n^i/"< V£/;U) -2 



4 



O C I i: tt) 
H (%) 



6 
6 



1 0 
1 1 



N (%) 
19, 96 
19.89 



C 1 
1 2 
1 2 



(%) 
. 6 3 
. 7 1 



3^ 5_^-^^;^_4- (3 . 5-i^'P<f-;U-4 -h H 

- i H - br^v-yu- i -fiiVif^^'f 

3 - ( 3 , 5 -i;^f-yl/-4 - t Hn^i^^Vi^;V) - 
2 . 4 V y 



O C I LT) 
H (%) 
6.85 
6.82 



) . 

6 . 6 
4 (4 



50 



N (%) C 1 (%) 

1 a .. 1 4 11,48 

18.. 29 11.47 

4 - ( 3 , 5 - y- t e r t - 4 - t K O :3r 

-3. 5 - 1 H- t^5y-;u- 1 

3- (3. 5 - i/^- t e r t - 4 - b 1^ 

^yi^;^) -2. A-^>^V^J:^> 



( 11 ) 



19 



Tcm^vfm (c,iH,,N4 oc 1 • 0 

C (%) H {%) 
mtk& 6 3.6 0 8.4 9 

mmm 63.32 s . 3 a 

34(iaH,s).2. 18(3H.s). 
2. 49 (3H. s) . 3.. 6 5 (2H, s) , 6. 8 
0(lH.s).6.90(2H. s).9.19(4 

H. b r s) 10 

Ttm^^m: (CfH,,N, o, ci t 

C (%) H <%) 

4 3.40 6.19 
4 3.11 6.06 



20 



5:2.40(3. H,s). 2.71 (3H.S). 

3. 30 (3H. s) . 3. 64 {2H, t. J = 4. 

6Hz) , 4. 3 6 (2H. t, J=^4. 6Hz) . 

9.71 (4 H . b r s ) 

[0 0 4 7] mhkW2 4 

l_7^ = i;y-3, 5 - v^X^/l-- 1 H- e^y-;^- 

m 

^ : 1 . 1 2 ( 3 H , t . J = 7 H z ) . 2 . 4 0 (3 
H,s).2.Y2(a.H,s),3.49(2H, 
q.J-7Hz), 3.67(2H.t.J-4.9H 30 
z),4.34(2H.t.J = 4.9Hz),9.. 7 

3 ( 4 H , b r s ) 
CO 0 4 8] ^nm2. 5 

(1) hVT^^J^^ ^>^* 0 s t ^ y ^^^^ 0 m 

icomm^zr^yi/r^i^yi^^^i' 8 6gi&-io 

5:1) T^SSU?^m. x-7^;l'-^'P07^;l.Z>J: OS 
SaU. 4-r-fe^;W-3. 5-i^>t^>- 1 H-e^ 40 
i 5 y y 4 8 4 m g 

[0 0 4 9] ^^^^^ai.^^:^ (l^J^SO-d, . 

ff:2. 38 (3H. s) , 2 4 2 (3H, s) , 
2.76(3H,s). 6. 54(3H.brs) 

(0 0 5 01 (2) 4 -r-fef*/^- 3 . 5-v^^f-;p- 

H-f^y-;^- 1 >'v''4 8 4 m s*7) 

1 m .1 — X^WS m 1 <0?g?att3, 4 N^g®? 
-1. 4 - >^^=^'9- v^?BcO . 7 m 1 $:?ST L/:: * ^til 



i^ra^e - 2 9 8 7 3 7 
20 

, 2 H, OtLX) 

N (%) C 1 (%) 
14 13 8.94 
14.12 9.16 
[0 0 4 6] %m:^ 2 3 

i-T'^yy-s. 5 -y^f-yu- 1 H - tr^y-;!^- 

1 -jji-./i^.-t^y ^ 2 - ^ h^f i^^-f-y^iS®?*^ 

2_7'^*f-;ur-fe hrt^ 2 - ^ h^f >'Xf^;^xx•ry^ 
s^b^e^tt« 

UT) 

N (%) CI (%) 
2 0.25 12.81 
20.23 13.02 
1 H^t^^y-/^- 1 5 i^' yi^S5^4 8 8 

[0 0 5 1 ] gi'ft^&^tt« 

7c3»4^#ftt (C. Hx.N* Cl^rbT) 

C («) H i%) N («) 

4 4. 3 5 6. 0 5 2 5. 8 6 

4 4. 3 0 6, 0 7 2 5. 6 7 



[ 0 0 5 21 ^M^j2 6 

3 . 5 1 H-i^^y-zi'- 1 -*/t-?J^^1^ 

5v>'l^gS*S2. 0 1 .gO#7Kr-b: h- b U;H 5 Om 

h ^ 7;^jf QjKI^— b 2 g L'--:^-5j[mi, . RfSiS-nrl?! 
^7iC?^T3 0*^m#U?to S^^Sr^ffi©*^. S^S: 
^an:^;UAr*iJfc?^t 3 i 5 - i^'^ f-;^- 4 - b n 
_ 1 H -.^e^y-yl-- 1 -;^y^>'K^i^^ v^Vl^g!m2 . 

4 3 g^t§;t. 

[ 0 0 5 3] ^^fiS^^Jl^X^^ h)V (D M S O - di . 

5:2. 5 1 (3H. s) , 2. 77 (3H. s) . 
9. 83 (4H. brs) 
[ 0 0 5 4] IIS6«2 7 

3. 5-">''><if'yU-4 - — bo- 1 H-e^y — 1 
-;^yW7K.^1f ^ 8 4mg*7);<:5^y-;l.2 0 

m I ^mmz 1 0%>'\-7^'''i^A.^^5 0 Oms^rSni, 

^|^il7t!Sa£S:*5 m 1 tcSM ^K'ftr^ h U 1 
6 0mg$'aai., :^ nnTnyl/AT'fiai t:t, 
[ 0 0 5 5 ] ^m^^^*?^®^':^M^^^"^'te^^^ ^ 

X — -f A^- tJ' a D;)->;P A*^ ^S^^ I— 4 - T 5 - 
3. 5 -i/'^f-yW- 1 H-e^y-ZU-- 1 "^^^^^^^=^1^ 
5vy2ig®SJ^810mg$:^7^. 
[0 0 5 6] ii>f[:^&*?441^ 



< i2 ) 
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TU^^WM (C. Hi.Ni Cii - 0. 

C (%) H (%) 

mtMM 3 0.6 5 6 0 0 

mmm 30,74 5.97 

(DMSO-d. , TMSF*^S5m 

S ' 2.. 34 (3H. s) , 2. 62 (3H, s) . 
9 5 8 ( 7 H, b r s ) 
[0 0 5 7 ] •mmM2 8 

TC^tJ^^^ {C,,H,,.N, CI, • 0 . 

G (%) H (%) 

4 8.82 6.1 1 
4 8.7 5 6.12 

^) 

^:2.l2(3H.s).2. QO. (3H.S), 
.3 . 5 4 < 2 H , b r s ) , 3 . 8 1 ( 2 H , s ) , 
7- 24-7. 30 (4H. m) . 9. 25 (3H. b 
r s ) . 10. 31 (2 H , b r s ) 20 
[0 0 5 81 2 9 

4 - ( 3 -^^^ unrae/l/) - 3. 5 - i^';^ f-^t' - 1 H 
^\^yy~/i,^m^O . 4 6 s<r)X:$^y-;U5 m I cojg 
JStw. v'T-^^KO. 17gO*0. 3mI^^^?:Ja 

--7^;l.J;0BI@^aLT. 4- ( 3 - ^ n nr n eyl.) - 
Si/'y^Sgt^O* 13^$^§7t:o 

[ 0 O 5 9 J ^Sat^lftt^^^i^ M S O- d. . 30 

a : I . 6 9-2, 11 ( 2 H . m ) . 2 . 22 (3 

H, s) . 2. 44 {3H, s) . 2 48-2, 60 

(2H. m) , 3. 5 0-3. 11 (2H. m) . 9. 

2 7 ( 4 H . b r s ) 

[0 0 6 01 o 

Tvm^mm {Cf H.iN, O, G 1 • 
C (%) H (%) 

®f^fl 3 8.1 4 5.12 

3 8,0 5 5.0 1 
^gat^^m^^v^^ (DMSO-d, , TMSl*Ig?^ 

5:2.39(3H.s) .2.72(3H. s). 
9. 76 (4H. brs) 
[0 0 6 31 ||J£^3 2 

N-rf-^fi- 3. 5 -i^'^t^w- 1 H-e^y-;v- 4 

S V= 0 . Q 2 s<7)i^:^^V^y3 Om \ (Om 

Ttm^^m (C,,H,,N. OC 1 . 0 
G (%) H {%) 

4 7.9 5 7.3 9 



Jj^^^e - 2 9 8 7 3 7 
22 

5 H, OtLX) 
N (%) 

2 9 .. 7 9 

3 0 10 

4_ (4 -r $ y^Vi^Vt-) -3. 5 - £/.>?^ f-;!^- 1 H 

3, 5 -i^'^f-yl-- 4 - (4--hoOv>l^) - IH 

2H. Oi: fC) 

N (%) C 1 (%) 

21.9 0 22.17 

21.66 22.16 

3^ 5 -i/'^f'yi--4 - ( 3 h=sf '>rotr/p) -i 

3^ 5 -£/'jXf-;^-4 - ( 3 h^^rv-rne^P) -1 

H - 1: 9 V -vw ^ IS 4^ 

^: 1. 48-1. 7 8 (2H, m) , 2 20 (3 

H, s) , 2. 33-2. 5 4 (2H, m) . 2. 42 

( 3 H , s ) , 3 . 2 4 ( 3 H . s ) . 3 . 2 1^3.. 

3 5 (2 H. m) . 9 . 2 2 {4 H, brs) 

[00611 mmM3 1 

X_7-$c;y_3. 5 - ^ :X f-;W - 1 H - tT ^ V^-;!/ - 
4 --*;l^7i< VSl'O'S/'/VigS?^ 1 . 7 4^60^5^7-;^ 

4 O.m I co^^l::, MmgiOl 0%J^^'J^J^^^^^^ 

1 - r 5 / - 3 , 5 i.'^rff-^l' - 1 H-\f9 Y — fl^~ 
4 1 . llK$:^#/i. 
[0 0 6 2] m^t^^i^^ 

0 . 1 H I O h L T ) 

N (%) CI (%) 

25.42 16.0 a 

25.70 16.35 

-^^5: 1 0 or:T4^mtnf&tfz. mWit,T}^Si^. i 

3, 5 -£/';>«f-;^- 1 H-tr^y-/v- 4 

5 Y^m^O . 5 4 g 

[0. 0 G 41 m-(t^^^^ 

, 1 H, O t LX ) 
N (%> 
2 5 4 1 1 2.8 7 
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4 7 



m^^^^^^^^ (DMSO-d. 



a : 0 91(3H,t.J-7.3Hz).l 30 
-1. 36 (2H. m) , 1- 45-1- 52 (2H, 
m).2.31(3H.s).2.55<3H.s). 
3. 19-3. 24 (2H. m) . 8. 10 (IH. 
t, 5Hz) . 9. 5 0 (4H. brs) 

[0 0 6 5 1 m^ms 3 

3. 5 - v^;^f-;^- 4 - 7;V^n - 1 H -e ^ y— 

3^ 5 -i;^f-;p-4 - yyir^rn- 1 H-tr7V*-yv 
m) 

$ : 2 26 (3H, s) . 2. 47 (3H. d 
2i.4H.z).9 42 (4H.brs) 

Ttm^m^ (C.iHi.N. 

C (%) 

mmm 4 8 

mWLU 4 8 

m) 

a : 0 . 91 (3H, t. J = 7. 3 Hz) . 1. 29 
-1.38{2H.m),1.54-1.61(2H, 
m) . 2. 11 (3H, s) , 2. 3 2 (2 H, t . J 
= 7. 3Hz) » 2. 34 (3H» s) . 9. 31 (4 
H. brs) . "9. 5^(1H. s) 

Ttm^m^ (G, Hi, N, O, C i tLX) 



( 13 ) #^^6 - 2 9 8 7 3 7 

24 

93 7.31 25.61 12,98 
TM Srt^^ ( 0 0 6 61 ^'^£^3 4 

4-rsy-3, 5 - 1 H- tr^y— 1 

^-jy2mm^o , 8 6 g ^JOv^.x f-;^?^;^ 

^ H 2 0 m 1 comf^i^Z. Tk^T. t: U i^'y 5 m 1 
llfli., ^V^T . i^'ftv'N'U y yUO 5 m 1 $:v®Tb/c. ^ 

[ 0 0 6 7 } ^#^i^y::^Sa£$:i^U;^^V^^o-W/^7 
^ - ^pn7^;V'A:.?<i^y-;^=5 : 1) T 

Ofti^^gLT, 3, 5- v-'pc-f-zv- 4 -'^VrJ^'^a 
K - 1 H-b'^y-;^- 1 W^^g^J^ 

0 5 3 g i^ti. 

[ 0 0 6 8] mif^m^^ 

OC \ tLX) 

N (%) C 1 (%) 

2 5.5 8 1 2,9 5 

25.71 13.2 1 

[ 0 0 6 91 mmm3 5 
^5feM3 4 h muf^zLxar(oit'^mt:nti. 
3 , 5 -£;^xf';^-4 -x^^r>'^^^^^^-^^T^y - i 

^ n^t-^^xf-zu- 



J = 



2 6 
,0 0 7 . 

T M s 



H (%) 
7,36 



2 7 



G (%) 
4 1.30 
H^ffl 4 1.07 
(DMSd-d, 

in) 

5:1.2 0-1.26(3H, m>,2. 14 
H, s) . 2. 36 (3H, s) , 4. 08-4 



H {%) 

6.16 

6.06 



TM S P^^^ 



(3 

. 1 3 



N (%) 
2 6.76 
2 6.75 

( 2 H . m) 

( 4 H , brs) 

(0 0 7 01 

[^1 ] 



CI (%) 
13.55 
13. 56 
8 . 9 6 ( 1 H 



brs) 



3 4 



( 14 ) !|tHT6 - 2 9 8 7 3 7 

25 26 



.11 If ) 

H N NHg 




R ' 






Sall 




1 
i 


u n 3 


CHj 


CHa (CH2)i - 


HCl 


mp. 204— 206 'C 
Massl80.(M-HCl>* 


2 


GHa 


CHa 


CH3(CH2)j- 


HCl 


mp. 193--- 197 "C 
Mas3l94(M-HCl>* 


3 


CHa 


CHj 


(CHa)iCHCH2- 


HCl 


inp.212-21'4 
Massl94(M-HCi)* 


4 


CH3 


CHs 


Cih(Cn2)s- 


HCl 


mp. 184-186 
Mass208(M-HCl)^ 


5 


CH3 


CHa 




HCl 


mp. 191-195 'C 
Mass22a(M-HCl)^ 


6 


CH3 


CHa 


0 

II 

CHflC(CHi!)j- 


HCl 


mp. 151--154 
Mass208(M-HCl)* . 


7 


CHa 


CH, 


0 
11 

CH.OCCCHa),- 


HCl 


rap. 1 45^^147 "C 
Ma3s224(M-HCl)^ 


8 


CHi 


- CCH,)4 " 


HCl 


np. 226— 228 'C 
Massl7a(M-HCl)* 


9 


CHa 


: CHa 


0 

H 

CH5OC- 


HCl 


mp.. 193- 196 'C 
Hassl96(M-HCI)* 


10 




CHa 


0 
11 

CHaOCCHa - 


HCl 


mp. 185-187 X: 
,1. 

Mass210(M-HCI)* 


11 




CHs 


OtNH^^^-CH»- 


HCl 


mp. 185— 188 
Mass273(M-HCI)* 



[0 0 7 1 ] 



40 [^2] 



( 15 ) ^m^S - 2 9 8 7 3 7 

27 28 



II 1 ') 

HN NHz 










Salt 




12 


CHj 


CH, 


CH,0— ^^-CH,- 


HCl 


fflp/192— 194 
Mass258(M-HCl)* 


13 


CHi . 




0 
II 

CH,CH,OC- 


HCl 


mp. 174^-176 'C 
Ma3s210(M-HCl)" 


14 


CHa 


CH, 


CHs(CHa)so8 - 


HCI 


op. "C 
Maas224 (M-HCl)" 


15 


CH> 


CH, 


CH3(CH2),oE - 


HCl 


mp. 138-^140 X; 
Ma33238(M-HCl)* 


16 


CH, 


CH, 




HCl 


mp. liB0'-162 *C 
Mass272(M'HCl)-' 


17 




CH, 




HCl 


mp. 181— 183 -C 
Mass272(M-HCI)" 


18 


CHs 


OK, 


Q-CH,O^CH." 


HCl 


mp. 197—199 'C 
Ma3s334(H-HCI)* 


19 


CUa 


CH, 




HCl 


BP. 183-185 *C 
Wass286(K-HCl)* 


29 


CHj 


CH, 




HCl 


mp. 191-193 ''C , 
Mas*244(M-HCl)^ . 


21 


CH, 


CH, 


H3C 
H3C 


HCl 


mp. 195—197 'C 
Mass272(M-HCl)* 



[0 0 7 2] 



[^3 1 



( 16 ) 1t^^6 - 2 9 8 7 3 7 

29 50 



It II ) 

HN NHz 




R' 


R^ 




Salt 




22 


CH3 


CHa 


(CH3.)3C 

(CH,)aC 


HCI 


mp. 195~ 197 C 
Mass356(M-HCl)* 


23 


CHa 


CK3 


CH30.(CH2)20? 


HCl 


mp. 123-125 V 
Mass 241(MH-HC1)* 


24 


CH3 


CH, 


CHsCHiOCCHJaO?- 


HCI 


BP. 120~122 'C 
Mass 255(MH-HCl>* 


25 


CH3 


CHs 


p 

CHaC - 


HCl 


mp. 164—166 'C 
Massl80CM-HCn* 


26 


CHs 






HNQa 


Mass 183(M-HNOs) 


2T 


CH3 


CH3 




Hr 1 

nvi I 


mo 167—169 *C 

Mass 153(M-2HC1)* 


28 


CH3 


CH3 




2HC1 


fflp.213— 217 

Mass 243(M-2HCn* 


29 


CH3 


CHj 


Cl-CCHJa-- 


HCl 


mp- 183-185 ''C 
Mass: 

214. 216(M-HC1)" 


30 


CH, 


CKa 


CHsOCCHj), - 


HCI 


mp. 155-157 

Mass 211(MH-HCl)-^ 


31 




CH, 


0 
1) 

HOC - 


«C1 


ap.c201-203 'C 
Massl82(M-HCl)* 



[0 0 7 3] 



( 1? ) 



^^^6 - 2 9 8 7 3 7 





uui 17 'J 


R ' 


R ' 




Salt 




32 






0 

11 

CH.(CHJ,NHC- 


HCl 


rap. 182—184 'C 
Mass 238(MH-HCI)* 


33 


CH3 


CHa 


F 


HCl 


flip. 168-169 -C 
Mass l57(MH-HCi)* 


34 


CKs 




0 
11 

CH,(CH«)5CNH- 


HCl 


op. 178-180 

Mass 238(MH-HCO* 


35 






0 
11 

CHaCHiOCNH- 


HCl 


mp. 193-195 *C 
Ma3s225(M-HCl)* 



(SDInt.Cl 

231/56 
405/06 
// A51K 7/00 
31/415 



231 
A DP 



7602-4C 
D 9"051-4C 
7431-4C 



F I 



V *y 4 2 o 

.(72)i^Bj^ 

^i^J^o < If itJrco^ 2-5-9 yp- $ 
-^2&2 2 9# 
(72)%B3^ ^ffl 31^ 

^^5gmo.< if rfJ-COS 1-14-2 TKiC 
-;l.O< tf 3 0 8^ 

(72)%sg^ 

.^feSm-:><lf TfrncoS 1 -14-2 .-K^ 



